BMJ Open publishes all reviews undertaken for accepted manuscripts. Reviewers are asked to complete a checklist review form (see an example) and are provided with free text boxes to elaborate on their assessment. These free text comments are reproduced below.
Statistical analyses: a t-test should only be used to compare continuous variables after confirming normal distribution of values. Wilcoxon-test should be used if normal distribution can not be confirmed and median and (e.g.,) interquartile range should be depicted (i.e., in duration of umbilical catheter use, in duration of mechanical ventilation etc.). Table 2 please depict median and IQR (or min-max) whenever data is obviously not normally distributed (see above). Table 3 : last line: 1251-1500g not 1251-15000g Table 3 : please state number of exposed cases and number of exposed non-NEC infants. Furthermore, please depict postnatal and postmenstrual age at NEC onset as median (IQR) instead of Mean+/-SD. Tables 4, 5 and 6: please state number of exposed cases and number of exposed non-NEC infants as above. Table 6 : heading should be rephrased to "Multivariate risk of (late) onset NEC after day 28 by BW group
Results:

REVIEWER
The reviewer wished to be anonymous REVIEW RETURNED 15-Jul-2013
GENERAL COMMENTS Statistical Review
This is an interesting paper looking at the association between packed red blood cell transfusion and NEC in a group of infants with BW <1500g; the data were collected between 1996 and 2011.
The statistical methods used are rather basic but sufficient for the scope of the paper.
MAJOR ISSUES P4 L56, are there any basis to define the critical period in that way? P5 L46, how was SGA defined? P6 L8, were the assumptions required for <I>t</I>-tests formally assessed?
P8 L3, I'm assuming you're using Pearsons's correlation coefficient. Please note that strictly, it and its associated test of significance only make sense for continuous, normally distributed pairs of variables, and exposure to blood transfusion is binary. Please clarify.
In tables 3 to 6, please include a footnote to remind the reader that such results have been adjusted by gender, race, and SGA.
Are the weight groups presented in e.g. Table 3 really the quartiles? Tables 3 to 5 have many parameters and I suggest using nonparametric regressions to analyse the data presented in tables 3 to 6. For instance a spline function would model continuously the nonlinear trends of RR by BW or Ventilation days presented in the tables. Table 5 Tables 5 and 6 where the risk is not multiariate, but the models are multivariable.
P9 L51, should be "Forty-nine..."
-The manuscript received four reviews at the ADC but the referees declined to make their reviews public. Please contact BMJ Open editorial office for any further information.
VERSION 1 -AUTHOR RESPONSE
Reviewer: 1
1. The lack of transfusion guidelines at the one hand side and of hematocrit values at the time of transfusion at the other side limit the interpretation of the study findings.
A1. This has been answered under reviewer 1 and reviewer 2.
2. Please clarify were all infants who died excluded or only infants who died within the first 7 days? (Page 4, 1st Paragraph) A2. Infants who died after 7 days of life were included. This has been clarified.
3. Re Transfusion practices: were leukocyte depleted erythrocyte concentrates used throughout the study period? If not can you evaluate the influence of leukocyte filtration on the association between NEC and blood transfusions?
A3. Leukocyte depleted PRBC were used. This has been clarified.
4. Please describe the "critical period" (cut-off in weeks PMA) and at what postmenstrual ages those 5 infants developed NEC, who were excluded from the analysis because they developed NEC after this critical period.
A4. The "critical period" has been clarified. Please see response to reviewer 2. Four of the 5 infants developed NEC in the 2 weeks that followed the critical period or at a PMA of 37.6. However, this did not change the results. We chose a period that would include 95% of the data. We felt that outside this period, NEC may have a different aetiology and these may be outliers and needed exclusion.
5. Definition of Exposure: In Table 1 , the field of infants with NEC but unexposed, should probably be rephrased as follows: 2. Never transfused 3. Transfused -but either > 48 hours prior to NEC onset 4. TRANSFUSED AFTER ONSET OF NEC 5A. In response to adding point #4, data from infants after they developed NEC were excluded. This has been clarified. 6c. Table 3 : please state number of exposed cases and number of exposed non-NEC infants. Furthermore, please depict postnatal and postmenstrual age at NEC onset as median (IQR) instead of Mean+/-SD.
A6c. Adjusted.
6d. Tables 4, 5 and 6: please state number of exposed cases and number of exposed non-NEC infants as above.
A6d. Adjusted.
6e. Table 6 : heading should be rephrased to "Multivariate risk of (late) onset NEC after day 28 by BW group A6e. Adjusted.
